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Cysteine derivatives as inhibitors for carboxypeptidase A: 
synthesis and structure-activity relationships. 

Park JD, Kim DH. 

Department of Chemistry, Division of Molecular and Life Science, Pohang 
University of Science and Technology, San 31, Hyojadong, Namku, Pohang 
790-784, Korea. 

A series of cysteine (Cys) derivatives having an alkyl or arylalkyl moiety on 
the alpha-amino group of the amino acid have been synthesized as a novel 
type of inhibitor for carboxypeptidase A. These compounds are readily 
prepared starting with Cys in an optically active form. The structure-activity 
relationship study revealed that the inhibitors prepared from D-Cys are 
much more potent than the corresponding inhibitors obtained from L-Cys, 
and the most potent inhibitor in the series, (S)-lj with a K(i) value of 55 +/- 
4 nM, is obtained by introducing a phenethyl moiety on the amino group of 
D-Cys. In comparison, the most active inhibitor in the series of 2-substituted 
3-mercaptopropanoic acid is found to be 20, in which the phenyl ring is 
linked to the mercaptocarboxyhc acid at the alpha-position with a methylene 
unit. A proposal that accounts for the different structural requirement for the 
maximum activity between the two series of inhibitors is provided. 

PMID: 11831903 [PubMed - indexed for MEDLINE] 



Display Abstract 



Show: 20 Sort 



Send to 



Text 



Write to the Help Desk 
. NCBI I NLM I NIH 
Department of Health & Human Services 
Freedom of Information Act | Disclaimer 



i(i86"[)c-linux-i;nu Dec 20 2nfi2 16:27:34 



http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids^ll8... 1/6/2003 



Entrez-PubMed 



Page 1 of 1 




Pubi|^ed 



National 
Ubrarv mm 
of Medicine ISBI 



PubMed Nucleotide Protein 

Search PubMed fori 



Genome 



Structure 



PMC 



Taxonomy 



OMIM 



Be 



Go 



Clear 



About Entrez 



Text Version 

Entrez PubMed 
Overview 
Help I FAQ 
Tutorial 

New/Noteworthy 
E-Utilities 

PubMed Services 
Journals Database 
MeSH Brow/ser 
Single Citation Matcher 
Batch Citation Matcher 
Clinical Queries 
LinkOut 
Cubby 

Related Resources 
Order Documents 
NLM Gateway 
TOXNET 
Consumer Health 
Clinical Alerts 
ClinicalTrials.gov 
PubMed Centra! 

Privacy Policy 



Limits Preview/Index History 

Display | Abstract - ■ show: 20 - ; Sort 



Clipboard Details 
Send to | Text 



i 1 : Bioorg Med Chem 2001 Jan;9(l ): 1 85-9 Related Articles. Links 

^^^^^ 

N-(Hydroxyaininocarbonyl)phenylalanine: a novel class of 
inhibitor for carboxypeptidase A. 



Chung SJ, Kim DH. 

Center for Biofunctional Molecules and Departnent of Chemistry, Pohang 
University of Science and Technology, Namgu, South Korea. 

N-(Hydroxyaminocarbonyl)phenylalanine (1) was designed rationally as a 
new type of inhibitor for carboxypeptidase A (CPA). The designed inhibitor 
was readily prepared from phenylalnine benzyl ester in two steps and 
evaluated to find that rac-1 inhibits CPA in a competitive fashion with the 
Ki value of 2.09 microM. Surprisingly, inhibitor 1 having the D- 
configuration is more potent (Ki = 1 .54 microM) than its antipode by about 
3 -fold. A possible explanation for the stereochemistry observed in the 
inhibition of CPA with 1 is presented. 

PMID: 1 1 197339 [PubMed - indexed for MEDLINE] 
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